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TI Preparation of hydroxylated sibutramine analogs as neuronal monoamine 

uptake inhibitors 
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AB Title compds. 4 -C1C6H4CR2CH (NR1R2) CHR4CHMeCH2R3 (I; R2 = CH2CHR5CH2; R1,R2 
= H or alkyl; .gtoreq.l of R3-R5 = OH or alkoxy and the others = H, oh 
alkoxy) were prepd. Thus, 1- (4-chlorophenyl) cyclobutanecarboxaldehyde was 
condensed with (R) -Me2CSONH2 and the product subjected to asym. addn. by 
chiral O-protected LiCH2CHMeCH20H to give, e.g., title compd. II. Data 
for biol . activity of I were given. 

IT 435343-58-1P 435343-60-5P 435343-63-8P 
435343-65-0P 435343-67-2P 435343-69-4P 
435343-71-8P 435343-73-0P 435343-83-2P 
435343-95-6P 435343-97-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(prepn. of hydroxylated sibutramine analogs as neuronal monoamine 
uptake inhibitors) 
RN 435343-58-1 CAPLUS 

CN Cyclobutanebutanol , .delta . - amino- 1- (4-chlorophenyl) - .beta . -methyl- , 
( .beta. S, .delta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CI 




RN 435343-60-5 CAPLUS 

CN Cyclobutanebutanol, .delta. -amino-1- (4-chlorophenyl) - .beta . -methyl- , 
( .beta. R, .delta. S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CI 




RN 435343-63-8 CAPLUS 

CN Cyclobutanebutanol, .delta . -amino-1- (4-chlorophenyl) - .beta. -methyl- , 
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(. beta. S, .delta. S) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 435343-65-0 CAPLUS 

CN Cyclobutanebutanol , .delta. -amino-1- (4-chlorophenyl) - .beta. -methyl-, 
( .beta. R, .delta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 435343-67-2 CAPLUS 

CN Cyclobutanebutanol, 1- (4-chlorophenyl) - .beta. -methyl- .delta. - (methylamino) - 
, ( .beta. S, .delta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 435343-69-4 CAPLUS 

CN Cyclobutanebutanol, 1- (4-chlorophenyl) - .beta. -methyl- .delta. - (methylamino) - 
, ( .beta. R, .delta. S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 435343-71-8 CAPLUS 

CN Cyclobutanebutanol , 1- (4-chlorophenyl) - .beta. -methyl- .delta. - (methylamino) 
, ( .beta. S, .delta. S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




MeNH 



RN 435343-73-0 CAPLUS 

CN Cyclobutanebutanol, 1- (4-chlorophenyl) - .beta. -methyl- .delta. - (methylamino) 
, ( .beta. R, .delta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




MeNH 



RN 435343-83-2 CAPLUS 

CN Cyclobutanol, 3- (4-chlorophenyl) -3- [ (1R) -3-methyl-l- (methylamino) butyl] 
trans- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 435343-95-6 CAPLUS 

CN Cyclobutaneethanol , .beta . -amino- 1- (4 -chlorophenyl) - . alpha . - (1- 
methylethyl) -, ( .alpha. R, .beta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 435343-97-8 CAPLUS 

CN Cyclobutaneethanol, .beta. -amino-1- (4 -chlorophenyl) - .alpha. - (1- 
methylethyl) -, ( .alpha. S, .beta. R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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TI Synthesis of sibutramine, a novel cyclobutylalkylamine useful in the 

treatment of obesity, and its major human metabolites 
AU Jeffery, James E.; Kerrigan, Frank; Miller, Thomas K. ; Smith, Graham J.,- 
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Bio-Organic Chemistry (1996), (21), 2583-2589 

CODEN: JCPRB4; ISSN: 0300-922X 
PB Royal Society of Chemistry 
DT Journal 
LA English 
OS CASREACT 12 6:143 907 
GI 



CAS ONLINE PRINTOUT 



NMe2 




I 



AB Synthetic routes to N- { 1- [1- (4 -chlorophenyl) cyclobutyl] -3 -methylbutyl } -N, N- 
dimethylamine (sibutramine) 1 (=1) and its demethylated and hydroxylated 
human metabolites N-{l- [1- (4 -chlorophenyl) cyclobutyl] -3 -methylbutyl } -N- 
methylamine 2, 1- [1- (4 -chlorophenyl) cyclobutyl] -3 -methylbutylamine 3, 
4-amino-4- [1- (4 -chlorophenyl) cyclobutyl] -2 -methylbutan-l-ol 4 and 
c-3- (l-amino-3-methylbutyl) -3- (4 -chlorophenyl) cyclobutan-r-l-ol 5a are 
described. Key steps are tandem Grignard-redn. reactions on 
1- (4 -chlorophenyl) cyclobutanecarbonitrile 7 and its 3 - (tetrahydropyran-2 - 
yloxy) -substituted analog 14 and a convenient one-pot conversion of 
4 -chlorophenylacetonitrile 6 into the 1- (4 -chlorophenyl) -3- 
hydroxycyclobutanecarbonitrile 13 . 

IT 186521-83-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of sibutramine and its major human metabolites with tandem 
Grignard-redn. reactions of 1- (4 -chlorophenyl) cyclobutanecarbonitrile 
and cycloalkylation of 4 -chlorophenylacetonitrile as key steps) 
RN 186521-83-5 CAPLUS 

CN Cyclobutanebutanol , .delta. -amino-1- (4 -chlorophenyl) - .beta. -methyl- (9CI) 
(CA INDEX NAME) 
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IT 



RN 
CN 



186521-84-6P 186521-90-4P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(synthesis of sibutramine and its major human metabolites with tandem 
Grignard-redn. reactions of 1- (4 -chlorophenyl) cyclobutanecarbonitrile 
and cycloalkylation of 4 -chlorophenylacetonitrile as key steps) 

186521-84-6 CAPLUS 

Cyclobutanol , 3- (l-amino-3-methylbutyl) -3- (4 -chlorophenyl) -, trans- (9CI) 
(CA INDEX NAME) 



Relative stereochemistry. 
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RN 186521-90-4 CAPLUS 

CN Cyclobutanol , 3- (l-amino-3-methylbutyl) -3- (4-chlorophenyl) - , cis- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 



OH 




= > 



